We have developed a novel and one-pot synthesis of 6-arylpyrimidine-4-ol by reacting commercially available alkyl 3-oxo-3arylpropanoate with formamide in the presence of stoichiometric amount of ammonium acetate.
Introduction
Pyrimidine derivatives are very well known for their various therapeutic applications. Pyrimidine derivatives are used as anticancer [1] , anti-HIV [2] , antibacterial [3] , antimalarial [4] , antihypertensive [5] , sedative, hypnotics [6] , anticonvulsant [7] , antithyroid [8] , antihistaminic agents [9] , and antibiotics [10] . A very recent review describes the significance of pyrimidine derivatives as anti-inflammatory agents [11] . 2-thiopyrimidine derivatives possess potent activity against inflammation and immune disorders [12] . Recently, various pyrimidine derivatives have been reported as vanilloid receptor antagonists [13] .
After looking at the diverse properties of pyrimidine derivatives, we selected 4,6-disubstituted pyrimidines as a part of our pharmacophore to synthesize novel antiinflammatory agents. Literature survey revealed that 4,6disubstituted pyrimidines can be prepared using either Biginelli approach [14] or reaction of β-iminoesters with formamide [15] or reaction of 4,6-dichloropyrimidines with appropriate boronic acids [16] . The only competitive method similar to our approach described in the literature uses formamidine in DMF and affords the product in only 14% after a reaction time of 3 days [17] . During the course of our research work on synthesis on various 4,6disubstituted pyrimidines, we developed a novel and onepot method for the synthesis of 6-arylpyrimidine-4-ol using commercially available raw materials. The method comprises reaction between 3-oxo-3-arylpropanoate, stoichiometric amount of ammonium acetate, and formamide at elevated temperature.
Results and Discussion
Various 6-arylpyrimidin-4-ols 3a-h were prepared by reacting methyl-3-oxo-3-arylpropanoates 1a-h with formamide in the presence of ammonium acetate with a yield of 50-70%.
The reaction of methyl-3-oxo-3-arylpropanoates 1 with the in situ generated ammonia gives the intermediate methyl 3-amino-3-arylacrylate 2, which subsequently reacts with formamide to give 6-arylpyrimidin-4-ols 3 (Scheme 1). One of the intermediates methyl 3-amino-3-phenylacrylate was isolated in 80% yield and characterized. Isolation and characterization of 2a confirm the reaction pathway ( Table 1) . The procedure described in the experimental part provides a novel and one-pot approach for the synthesis of 6arylpyrimidin-4-ol.
Experimental
Commercial solvents and reagents were used without further purification. 1 H NMR spectra were recorded on a Varian 300 MHz spectrometer. Melting points are uncorrected. Elemental analysis was performed on a Perkin-Elmer analyzer. Mass spectra were recorded on Thermo Finnigan LCQ DECA XP MAX (ION TRAP) mass spectrometer using atmospheric pressure chemical ionization (APCI) source in positive/negative mode at capillary voltage 3.14 V and capillary temperature 250 
General Procedure for Preparation of 6-arylpyrimidine-4-ol (3a-h)
A stirred solution of appropriate methyl 3-oxo-3arylpropanoate 1 (1 mmol) in formamide (50 mol) was added ammonium acetate (5 mmol) and heated to 100-120 • C over a period of 1 hour and held at 110-120 • C for 1 more hour. It was then stirred for 4-5 hours at 160-170 • C. Reaction mixture was cooled to room temperature and diluted with cold water. The precipitated material was extracted with ethyl acetate. The solid product obtained after removal of ethyl acetate was washed with diethyl ether to get pure product. 
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